Cardiovascular effects of cocaine in conscious dogs: importance of fully functional autonomic and central nervous systems.
The cardiovascular effects of i.v. cocaine were studied in conscious dogs with chronically implanted arterial and venous catheters. The effects of i.v. cocaine on arterial blood pressure, heart rate and rate-pressure product were studied at doses ranging from 0.063 to 8 mg/kg. To avoid any possibility that development of acute tolerance to the actions of cocaine might interfere with our results, each dose of cocaine was administered on a separate day. Cocaine-induced changes in mean arterial blood pressure ranged from an increase of 11.8 +/- 2.1 mmHg at a dose of 0.063 mg/kg to an increase of 95.8 +/- 11 mmHg at a dose of 8 mg/kg. Similarly, cocaine-induced changes in heart rate ranged from a decrease of 4.5 +/- 0.9 beats/min to an increase of 83 +/- 10 beats/min at the 0.063 and 8 mg/kg cocaine doses, respectively. Although the rate-pressure product was not significantly altered by doses of cocaine below 0.25 mg/kg, doses above that level produced dose-dependent increases in this parameter. The rate-pressure product, which was increased approximately 27% by the 0.25 mg/kg dose of cocaine, was more than doubled by the 2 mg/kg cocaine dose and was increased almost 4-fold by the 8 mg/kg dose of cocaine. The blood pressure response observed after cocaine administration was significantly decreased by pretreatment with 10 mg/kg hexamethonium.(ABSTRACT TRUNCATED AT 250 WORDS)